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During the screening of clones for mutated IDH2, we identified the wildtype IDH2 clone (designated 268 IDH2wt). The sequence of full-length IDH2wt and IDH2R140Q and IDH2R172K was verified by direct 269 Sanger sequencing.
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Primary mouse bone marrow cells were transduced as previously described. 6 In brief, bone marrow cells 271 were harvested from 5-fluorouracil (Medac, Hamburg, Germany) treated mice, and were first transduced 
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The dialyzed protein was further concentrated (Millipore, Darmstadt, Germany) and injected into superdex 200 Hi-load 16/60 gel filtration columns (GE Healthcare, Freiburg, Germany). The pure 309 protein collected after purification was concentrated upto 7-11 mg/ml and was stored at -80 °C. 
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were treated with an intraperitoneal dose of 10 mg/kg, 40 mg/kg or 160 mg/kg of HMS-101 once daily for 9 days. Plasma was collected shortly before the next injection on day 1, day 2, day 7 and day 8 to 393 determine the HMS-101 serum concentration as described below in detail.
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For calibration human plasma was spiked with HMS-101 to achieve a concentration of 2000 nM. Then 
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The Netherlands). The initial solvent composition was set to 100% of mobile phase A. For analyte 413 separation a gradient was applied starting with an increase of solvent B to 80% within 5 min. This 414 solvent composition was kept for 2 minutes before the column was reequilibrated to starting conditions 
424
Control of LC and the mass spectrometer, as well as data sampling, was performed by Analyst software 425 (version 1.5.2., Sciex). For quantification, calibration curves were created by plotting peak area ratios 426 of HMS-101 and the internal standard versus the nominal concentration of the ten calibrators. The 427 calibration curve was calculated using quadratic regression and 1/x weighing.
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The lower limit of quantification (LLOQ) was defined as lowest calibrator point showing an accuracy 429 of 100 ± 20% regarding the nominal concentration. For HMS-101 an LLOQ of 3.9 nM was calculated. 
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Germany. Equal numbers of GFP-expressing IDH1 R132C, sorted bone marrow cells from C57BL/6J
